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The undersigned Bernard Pirotte and Philippe Lebrun do hereby declare and state: 

1 . I, Bernard Pirotte, am a citizen of Belgium currently residing in Oupeye, Belgium. 

2. I, Philippe Lebrun, am a citizen of Belgium currently residing in Brussels, Belgium. 

3. I, Bernard Pirotte, am currently an employee, having the title of Professor, of the Universite 
de Liege, Belgium, an assignee of the subject patent application. 

4. I, Philippe Lebrun, am currently an employee, having the title of Professor, of the Universite 
Libre de Bruxelles, Belgium, an assignee of the subject patent application. 

5. We are familiar with the rejection of present claims 1-16 under 35 USC 102(b) for allegedly 
being anticipated by US Pat. No. 5,276,168 (Atwal) in the Office Action mailed February 
26, 2008, and submit the instant declaration to address the rejection. 

6. Under our direction and control a 3-hydroxy-substituted benzopyran derivative ("Compound 
B") and its corresponding 3-hydrogeno-substituted benzopyran derivative ("Compound A") 
were synthesized and the effects of each on insulin secretion from rat pancreatic islets 
recorded, as follows: 
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Synthesis of 3S 5 4R/3R,4S-6-bromo-4-(4-cyanophenylaminothiocarbonyIamino)- 
3,4-dihydro-2,2-dimethyl-2flM-benzpoyran-3-ol 




6-Bromo-2,2-dimethyl-2#- 1 -benzopyran 

R/S-6-bromo-3,4-dihydro-2//-l-benzopyran-4-ol (7 g, 0.0273 mol) (obtained as 
described by Khelili et al. Pharm, Pharmacol Commun, 1999, 5, 189-193) and p- 
toluenesulfonic acid (0.6 g, 0.00349 mol) were dissolved in toluene (100 mL) and 
then refluxed in a Dean-Stark apparatus during 90 minutes. After elimination of the 
solvent under reduced pressure, the residue was partitioned between water and ether. 
The organic layer was washed with a 10% aqueous solution of NaHC03, dried over 
magnesium sulphate, and then concentrated under reduced pressure. The resulting oil 
(title compound) was used in the next step without further purification. 

3R,4S/3S,4R-3,6-dibromo-3,4-dihydro-2,2-dimethyl-2//-l-benzopyran-4-ol 

6-Bromo-2,2-dimethyl-2tf-l -benzopyran (6 g, 0.02521 mol) was dissolved in DMSO 
(50 mL) and water (4 mL) and supplemented with N-bromosuccinimide (6 g, 0.03371 
mol). The mixture was stirred for 90 minutes at room temperature. The title 
compound was partitioned between water and ethyl acetate and the organic layer was 
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washed with water, dried over magnesium sulphate and concentrated under reduced 
pressure. The resulting oil (title compound) was used in the next step without further 
purification. 

SR^S/SS^R-e-bromo-S^-dihydro^^-dimethyl^^-epoxychromane 

3R,4S/3S,4R-3,6^bromo ( 8 & 

0.0239 mol) was dissolved in anhydrous diethyl ether (500 mL) and supplemented 
with KOH (5 g, 0.2679 mol). The reaction mixture was stirred for 24 h at room 
temperature and then filtered. The filtrate was concentrated under reduced pressure. 
The resulting oil (title compound) was used in the next step without further 
purification. 

3S,4R/3R,4S-4-amino-6-bromo-3,4-dihydro^ 

3R,4S/3S,4R-6-bromo-3 5 4-dihydro-2 5 2-dimethyl-3,4-epoxychromane (5.4 g, 0.02126 
mol) was dissolved in ethanol (50 mL) and supplemented with a 25% aqueous 
solution of ammonia (100 mL). The mixture was stirred for 72 h at room temperature 
and then concentrated under reduced pressure. The residue was partitioned between 
ethyl acetate and water. The organic layer was separated, dried over magnesium 
sulphate and concentrated under reduced pressure. The solid residue was crystallized 
in ethyl acetate, m.p. 131 °C. 

3S,4R/3R,4S-6-bromo-4-(4-cyanopheny 
dimethyl-2//-l -benzpoyran-3-ol 

The solution of 3 S,4R/3R,4S-4-amino-6-bromo-3 ,4-dihydro-2,2-dimethyl-2#- 1 - 
benzpoyran-3-ol (0.4 g, 0.00189 mol) in dichloromethane (5 mL) was supplemented 
with 4-cyanophenyl isothiocyanate (1.2 equiv.) and the mixture was stirred for 20 
minutes-at room temperature. The title compound which precipitated was collected 
by filtration, washed with petroleum ether 40-60°C and dried, m.p. 126-1 30°C. 

3 



Attorney Docket No. P71354US0 
Application No. 10/588,265 



Effects of the benzopyran derivatives on insulin secretion from rat pancreatic 
islets 




-CN 



Compound A Compound B 



The residual insulin secretion (%) was measured on rat pancreatic islets for the two 
compounds at 1 uM and provided the following results (mean ± s.e.m. (n)) : 

Compound A (example 33: R/S-6-bromo-4-(4-cyanophenylaminothiocarbonylamino)- 
3,4-dihydro-2,2-dimethyl-2//-l-benzpoyran): 57.48 ±3.00 % (29) 

Compound B (3 S,4R/3R,4S-6-bromo-4-(4-cyanophenylaminothiocarbonylamino)-3 ,4- 
dihydro-2,2-dimethyl-2tf-l-benzpoyran-3-ol): 94.68 ± 4.84 % (24) 

7. As observed, at 1 uM, Compound A provoked a 40% inhibition of the insulin release while 
Compound B was inactive. Thus, the absence of an OH group at the 3-position surprisingly 
and unexpectedly results in an improvement of activity on the pancreatic tissue. 

8. Comparing the residual insulin secretion for both Compound A and Compound B, 
Compound B was surprisingly and unexpectedly inactive. The absence of the OH group at 
the 3-position, therefore, surprisingly and unexpectedly results in an improvement of 
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activity on the pancreatic tissue This pancreatic activity is totally different from the cardio- 
vascular, antiischemic, and antiarrythmic activities disclosed in Atwal 

We hereby declare that all statements made herein of our own knowledge are true and 
that all statements made on information and belief are believed to be true; and further that the 
statements are made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code and that such willful false statements may jeopardize the validity of the application or any 
patent issued thereon. 

Further declarants sayeth naught 
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- S. Khelili, Q.-A. Nguyen, P. Lebrun, J, Delarge 
and B. Pirotte. 

Synthesis and pharmacological evaluation of 
KATP-channel openers related to cromakalim : 
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Effect on insulin release of compounds 
structurally related to the potassium-channel 
opener 7-chloro-3-isopropylamino-4H-1 ,2,4- 
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channel openers for the treatment of glucose 
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-A. Herchuelz, P. Lebrun and WJ. Malaisse. 
Influence of intracellular pH on Ca2+ fluxes in the 
pancreatic B-cell. 

Comm. 18th Annual Meeting of the European 
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Diabetes 31 suppl. 2, 114 A, 1982, Abstr, n° 552. 

- P. Lebrun, W.J. Malaisse and A. Herchuelz. 
Effect of aminooxyacetate upon ionic fluxes 
induced by nutrient secretagogues in the 
pancreatic B-cell. 

Comm. 20e reunion du Groupe de Contact 
"Pancreas endocrine" du F.R.S.M. 
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- A. Herchuelz, P. Lebrun and W.J. Malaisse. 
Effect of aminooxyacetate upon ionic movements 
induced by nutrient secretagogues in islet cells. 
Comm. 19th. Annual Meeting of the European 
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Arch. Int. Physiol. Bioch. 98 P6, 1990. 
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- B. Polliotti, S. Meuris, P. Lebrun and C. Robyn. 
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Comm XI th International Congress of 
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Europ. J. Pharmacol. 183 (6) p 2430 PfR 372. 
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- M.-H. Antoine, A. Herchuelz and P. Lebrun. 
Anoxia and glucose-sensitive 86Rb outflow from 
rat portal vein. 

Comm : Soctete Beige de Physiologie et de 
Pharmacologic Fondamentales et Cliniques. RUG 
Gent 17-11-1990. 

- P.-0. Plasman, P. Lebrun and A. Herchuelz. 
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Pharmacologie Fondamentales et Cliniques. RUG 
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- S. Bordin, P. Lebrun, A. Herchuelz and A.C. 
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Efeitos da glicose sobre a secre?ao de insulina, 
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Comm : V Ann Meeting of Brazilian Fed Soc Expl 
Biol, Caxambu MG, Brazil, Abstr : 210 p, 1990. 

- P.O. Plasman, P. Lebrun and A. Herchuelz. 
Characterization of the process of Na+/Ca2+ 
exchange in rat pancreatic islet cells. 
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- B. Polliotti, P. Lebrun, C. Robyn and S. Meuris. 
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Endocrine Society Washington DC (USA) 1 9-22 
June 1991. 

- M.H. Antoine, A. Herchuelz and P. Lebrun. 
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- P. Lebrun, B. Polliotti, C. Robyn and S. Meuris. 



Extracellular Na+ removal stimulates the chorionic 

gonadotropin and placental lactogen release by 

human placental explants. 

Comm : Second International Conference on 

sodium-calcium exchange. 
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Fontaine, A. Herchuelz and P. Lebrun. 
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Blockade of Na/Ca exchange stimulates insulin 
release in pancreatic B cells. 

Comm : Soctete Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques St 
LUC Diepenbeek, November 14, 1992. 

- M.H. Antoine, P. Lebrun and A. Herchuelz. 
Sodium nitroprusside inhibits glucose-induced 
insulin release by activating ATP-sensitive K+ 
channels. 

Comm : Groupe de contact "Pancreas Endocrine" 
FRSM. 

ULB, Brussels, November 28, 1992, 

- M.-H. Antoine, A. Herchuelz and P. Lebrun. 
Sodium nitroprusside increases K+ permeability 
from pancreatic islet cells. 

Comm : Soci6t6 Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques. 
University de Mons-Hainaut, February 13, 1993. 
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- P. Lebrun, B. Pirotte, M.-H. Antoine, P. de Tullio, 
J. Delarge and A. Herchuelz. 

BPDZ 44 : a new and potent activator of ATP- 
sensitive K+ channels. 

Comm. : 29th Annual Meeting of the European 

Association for the Study of Diabetes, Istambul 

(Turkey) September 6-9, 1993. 

Diabetologia 36 (suppl. 1) A106, Abstr. n° 406, 

1993. 

- B. Pirotte, P. de Tuilio, P. Lebrun, M.-H. Antoine, 
B. Masereel, M. Schynts and J. Delarge. 
Improved pancreatic K-ATP channel openers 
belonging to the pyridothiadiazine chemical class. 
Comm. : 4e Forum Sciences Pharmaceutiques, 
Blankenberge 26-27 March 1993. 

J. Pharm. Belg. 48, p 143, 1993. 

- F. Van Eylen, P. Gourlet, A. Vandermeers, P. 
Lebrun and A. Herchuelz. 

Specificity of the inhibitory action of Phe-Met-Arg- 
Phe-NH2 (FMRFa)-related peptides on Na/Ca 
exchange in pancreatic B-cells. 
Comm. : Soctete Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques, ULB, 
Brussels, November 20, 1993. 

- M.-H. Antoine, B. Pirotte, P. de Tullio, J. Delarge, 
A. Herchuelz and P. Lebrun. 

A new and potent activator of ATP-sensitive K+ 
channels. 

Comm. : Soctete Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques, ULB, 
Brussels, November 20, 1993. 

- M.-H. Antoine, P. Lebrun and A. Herchuelz. 

Cell culture conditions influence glucose-induced 
(Ca2+)i responses in isolated rat pancreatic B- 
cells. 

Comm. : Soctete Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques, ULB, 
Brussels, November 20, 1993. 
PflQgers Arch. 426 R6, 1994. 

- P. Lebrun, M.-H. Antoine, A. Herchuelz, P. de 
Tullio, J. Delarge and B. Pirotte. 
Pyridothiadiazines as potent inhibitors of glucose- 
induced insulin release. 

Comm. : First International Meeting of the 

Pancreatic Islet Study Group. 

Alicante (Spain), 25-28 November 1993. 

- F. Van Eylen, P. Gourlet, A. Vandermeers, P. 
Lebrun and A. Herchuelz. 



Phe-Met-Arg-Phe-NH2 (FMRFa)-related peptides 
inhibit Na/Ca exchange in pancreatic B-cells. 
Comm. : First International Meeting of the 
Pancreatic Islet Study Group. 
Alicante (Spain), 25-28 November 1993. 

- M.-H. Antoine, P. Lebrun and A. Herchuelz. 

Cell culture conditions influence glucose-induced 
[Ca2+]i iresponses in isolated rat pancreatic B- 
cells. 

Comm. : First International Meeting of the 

Pancreatic Islet Study Group. 

Alicante (Spain), 25-28 November, 1993. 

- P. de Tullio, B, Pirotte, P. Lebrun, M.-H. Antoine, 
J. Fontaine, B. Masereel. M. Schynts, L Dupont 
and J. Delarge. 

4H-1,2,4-pyridothiadiazine 1,1-dioxydes en tant 
que nouveaux activateurs du canal potassique 
ATP-d6pendant 

Comm. : Journees Jeunes Chercheurs, Paris 
(France), 19 janvier 1994. 

- P, de Tullio, B. Pirotte, L Dupont, P. Lebrun, M.- 

H. Antoine, J. Fontaine, B. Masereel, M. Schynts 
and J. Delarge. 

Synthesis of a series of 4H-1,2,4-pyridothiadiazine 

I, 1 -dioxides and their evaluation as new 
potassium channel openers. 

Comm. : 5e Forum Sciences Pharmaceutiques, 
Blankenberge 18-19 March 1994. 
J. Pharm. Belg. 49 : 85, 1994. 

- P. Lebrun. 

Flux cationiques transmembranaires et processus 
insulinos§cretoire. 

Comm. : XXXViemes Journ6es annuelles de 
diab6tologie de I'h&tel Dieu, Paris (France) 26-28 

mai 1994. 

- F. Van Eylen, P. Gourlet, A. Vandermeers, P. 
Lebrun and A. Herchuelz. 

Effects of Phe-Met-Arg-Phe-NH2 (FMRFa)-related 
peptides on Na/Ca exchange and ionic fluxes in rat 
pancreatic B-cells. 

Comm. Xllth International Congress of 
Pharmacology, IUPHAR, Montreal (Canada) 24-29 
July 1994. 

Can. J. Physiol. Pharmacol. 72 suppl.1 P 13 17- 
28, 1994. 

- M.-H. Antoine, P. Lebrun and A. Herchuelz. 
Effect of the lenght of cell culture on glucose- 
induced slow oscillations in [Ca2+]i in isolated rat 
pancreatic B-cells. 
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Comm. : 30th Annual Meeting of the European 
Association for the Study of Diabetes, DUsseldorf 
(Germany) September 28 - October 1 , 1994. 
Diabetologia 37 (suppl 1) A 106, abstr n° 410, 
1994. 

- P. Lebrun, P. de Tullio, M.-H. Antoine, A. 
Herchuelz, J. Delarge and B. Pirotte. 
Pyridothiadiazines as potent activators of K+ATP 
channels and inhibitors of insulin secretion. 
Comm. 6th International Symposium. 
Pharmacological Control of Calcium and 
Potassium Homeostasis. Biological, Therapeutical 
and Clinical Aspects. Florence (Italy) October 4-6, 
1994. Abstract p 31 

- P. de Tullio, B. Pirotte, J. Fontaine, M.-H. 
Antoine, B. Masereel, J. Delarge and P. Lebrun. 
Different tissue selectivity of pyrido- and 
benzothiadiazinedioxides, potassium channel 
openers related to diazoxide. 

Comm. 6th International Symposium. 

Pharmacological Control of Calcium and 
Potassium Homeostasis. Biological, Therapeutical 
and Clinical Aspects, Florence (Italy) October 4-6, 
1994. Abstract p 47 

- B. Pirotte, P. de Tullio, M.-H. Antoine, B. 
Masereel, J. Delarge and P. Lebrun. 
Structure-activity * relationships of 
pyridothiadiazines that activate the pancreatic 
KATP channel : a proposed pharmacophore for 
optimal binding site interaction. 

Comm. 6th International Symposium. 

Pharmacological Control of Calcium and 
Potassium Homeostasis. Biological, Therapeutical 
and Clinical Aspects. 

Florence (Italy) October 4-6, 1994. Abstract p 31 

- WJ. Malaisse and P. Lebrun. 

Effects of formycin A on insulin output and 86Rb 

outflow in rat pancreatic islets. 

Comm. : Pancreatic Beta-cell 1994. From 

Molecular Biology to Clinical Medicine. 

Kyoto (Japan) 13-15 November 1994. 

- P. Lebrun, M.-H. Antoine, R. Ouedraogo, A. 
Herchuelz, P. de Tullio, B. Masereel, J. Delarge 
and B. Pirotte. 

Pyridothiadiazines inhibit glucose-induced insulin 
release by activating ATP-sensitive K+ channels. 
Comm. : Contact Group "Endocrine pancreas" 
FRSM, ULB Brussels, December 10, 1994. 

- B. Pirotte, P. de Tullio, M.-H. Antoine, B. 
Masereel, J. Delarge and P. Lebrun. 



Selection of a new and potent activator of the 
pancreatic KATP channel based on structure- 
activity relationships in the pyridothiadiazinedioxide 
chemical class. 

Comm. : Contact Group "Endocrine pancreas" 
FRSM, ULB Brussels, December 10, 1994. 

- C. Kane, E.A. Harding, B. Pirotte, P. Lebrun and 
M.J. Dunne. 

Modulation and mechanism of action of BPDZ 44 
on ATP-sensitive potassium channels in isolated 
rat insulin-secreting cells. 

Comm. : The Physiological Society. Newcastle 
upon Tyne (UK), November 9-10, 1994. J. 
Physiol. 482.P, 1995. 

- P. Gavriil, P. Lebrun, A.M. Vanbellinghen, J. 
Delogne-Desnoeck, C. Robyn and S. Meuris. 
Influence "in vivo et in vitro" de I'oxytocine et d'un 
2-mimetique sur la s6cr6tion des hormones 
protidiques par le placenta humain. 

Comm. : Soctete Royale Beige de Gyn6cologie et 
d'Obstetrique UCL, St Luc, Bruxelles, fevrier 3-4, 
1995. 

- R. Ouedraogo, M.-H. Antoine, P. de Tullio, M. 
Dunne, C. Kane, B. Pirotte and P. Lebrun. 
ATP-sensitive K+ channels and insulin release : 
effect of BPDZ 62. 

Comm. : Society Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques, RUG, 
Gent, February 18, 1995. 

- P. de Tullio, B. Pirotte, M.-H. Antoine, P. Lebrun, 
C. Maggetto, J. Fontaine, B. Masereel, and J. 
Delarge. 

Pyrido- and benzothiadiazinedioxides structurally 
related to diazoxide : new activators of the 
pancreatic and the vascular KATP channels. 
Comm. : Soctete Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques, RUG, 
Gent, February 18, 1995, PflQgers Arch. 430 R8, 
1995. 



- F. Van Eylen, P. Gourlet, A. Vandermeers, P. 
Lebrun and A. Herchuelz. 

Effects of Phe-Met-Arg-Phe-NH2 (FMRFa)-related 
peptides on Na/Ca exchange and ionic fluxes in rat 
pancreatic B-cells. 

Comm. : Third International Conference on 
Sodium-Calcium Exchange, Woods Hole (USA), 
April 23-26, 1995. Abstr. n° P37. 
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- R. Ouedraogo, B. Pirotte, M.-H. Antoine, P. de 
Tullio, B. Masereel, M. Dunne, Q. Kane and P. 
Lebrun. 

Les canaux potassiques ATP-d6pendants et la 
s6cr6tion d'insuline : Effets du BPDZ 62. 
Comm. JournGes Franco-Beiges de 

Pharmacochimie, Lille (France), juin 1-2, 1995. 
Abstr. C8. 

- S. Khelili, G. Leclerc, G. Faury, J. Verdetti, B. 
Pirotte, J. Fontaine et P. Lebrun. 

Nouveaux agents vasodilatateurs apparentes au 
diazoxide portant une fonction sulfonylurSe ayant 
un effet agoniste probable sur les canaux 
potassiques sensibles a i'ATP. 
Comm. : Forum des Jeunes Chercheurs, Grenoble 
(France), juillet 4-7, 1995. 

- P. Lebrun, M.-H. Antoine, R. Ouedraogo, A. 
Herchuelz, M. Dunne, C. Kane, P. de Tullio, J. 
Delarge and B. Pirotte. 

ATP-sensitive K+ channels and insulin release : 
Effect of BPDZ 62. 

Comm. : 31st Annual meeting of the European 
Association for the Study of Diabetes, Stockholm 
(Sweden), September 12-16, 1995. 
Diabetologia 38 (suppl 1) : A 195, Abstr n° 755, 
1995. 

- F.C. Pereira, R. Ouedraogo, R.M. Seica, A.M. 
Silva, R.M. Barbosa, A. P. Cunha, R.M. Santos, P. 
Lebrun and L.M. Rosario. 

Insulinotropic and Ca2+ mobilizing actions of a 
lupine seed extract on isolated rodent islets. 
Comm. : 31 st Annual meeting of the European 
Association for the Study of Diabetes, Stockholm 
(Sweden), September 12-16, 1995. Diabetologia 
38 (suppl 1) : A 109, Abstr n° 421, 1995. 

- C. Kane, E.A. Harding, M.-H. Antoine, P. Lebrun, 
B. Pirotte, R.F.L. James, P.R.V. Johnson, K.J. 
Lindley and M.J. Dunne. 

Activation of potassium channels in human and 
rodent B-cells by BPDZ 44 and BPDZ 62 : 
Mechanisms of action and effects in human 
neonatal nesidioblastosis. 

Comm. : 31st Annual meeting of the European 
Association for the Study of Diabetes, Stockholm 
(Sweden), September 12-16, 1995. Diabetologia 
38 (suppl 1) : A 124, Abstr. n° 480, 1995. 

- J. Fontaine, F. Maranca, C. Vladut-Vasilan, B. 
Pirotte, M.-H. Antoine and P. Lebrun. 
Pharmacological study of new potassium channel 
openers (3-and 4-substituted 4H-Pyrido[4,3-e]- 



1,2,4-thiadiazine 1,1 -dioxides) on pancreatic and 
vascular tissues. 

Comm. 10th Camerino-Noordwijkerhout 

symposium. Perspectives in receptor research. 
Camerino (Italy), September 10-14, 1995. Abstr. 
P57. 

- P. Gavriil, S. Meuris, A.-M. Vanbellinghen, J. 
Delogne-Desnoeck, C. Robyn and P. Lebrun. 

"in vivo et in vitro" assessment of the influence of 
ritodhne and oxytocin on the placental secretion of 
human chorionic gonadotropin and placental 
lactogen. 

Comm. : Vlth meeting of the european placenta 
group joint, meeting with the Rochester trophoblast 
conference, Spa (Belgium), September 20-23, 
1995. 

Placenta 1 6 : Abstr. A. 21, 1995. 

- P. Lebrun, A.-M. Vanbellinghen, C. Robyn and S. 
Meuris. 

Simultaneous measurement of 45Ca outflow and 
human placental lactogen release from placental 
explants. 

Comm. : Vlth meeting of the european placenta 
group joint, meeting with the Rochester trophoblast 
conference, Spa (Belgium), September 20-23, 
1995. Placenta 16 : Abstr. A.41, 1995. 

- M.-H. Antoine, R. Ouedraogo, A. Herchuelz and 
P. Lebrun. 

Hydroxylamine, a NO donor, inhibits insulin release 

and activates K+ATP channels. 

Comm. : Contact group Endocrine Pancreas 

FNRS, UCL, Louvain-La-Neuve, December 2, 

1995. 

- S. Khelili, B. Pirotte, P. de Tullio, P. Lebrun, R. 
Ouedraogo, M.-H. Antoine, Z.Y. Fang, J. Fontaine, 
B. Masereel and J. Delarge. 

Pyrido [2,3-e]-1,2,4-thiadiazine1,1-dioxides : novel 
class of vasorelaxant drugs. 
Comm. ; 36 journSe jeunes chercheurs, Paris 
(France), janvier 12, 1996. 

- B. Pirotte, R. Ouedraogo, Z.Y. Fang, P. de Tullio, 
S. Khelili, J. Fontaine, P. Lebrun, L, Pochet, B. 
Masereel, L. Dupont and J. Delarge. 

Les 3-alkylamino-2-methyl-2H-pyrido[4,3-e]-1,2,4- 
thiadiazine1,1-dioxydes en tant que nouveaux 
agents myorelachants. 

Comm. : 36 journ6e jeunes chercheurs, Paris 
(France), janvier 12, 1996. 

- R. Ouedraogo, P. Lebrun, A. Herchuelz and M.- 
H. Antoine. 
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NO donors and insulin release. 

Comm. : Soctete Beige de Physiologie et de 

Pharmacologie fondamentales et cliniques, UIA, 

Antwerpen, February 9, 1996. 

PflQgers Arch. 431 : R. 324, 1996. 

- S. Meuris, A.-M. Nagy, J. Delogne-Desnoeck, P. 
Lebrun and E. Jauniaux. 

Human chorionic gonadotropin early pregnancy 
levels are more closely related to changes in - 
subunit trophoblast production than to variations in 
-subunit production. 

Comm. : Gonadotropins and their receptors : 
structure, function and molecular forms, Paris 
(France), May 9-10, 1996. Abstr. P 14, 1996. 

- B. Pirotte, S. Khelili, P. de Tullio, Z.Y. Fang, R. 
Ouedraogo, M.-H. Antoine, J. Fontaine, B. 
Masereel, D. Dewalque, J. Damas, L Pochet, J. 
Delarge and P. Lebrun. 

3-alkylamino-4H-pyrido[2,3-e]-1,2,4-thiadiazine 
1,1-dioxides structurally related to both diazoxide 
and pinacidil : a new class of potassium channel 
openers. 

Comm. 66 forum des Sciences 

Pharmaceutiques, Blankenberge (Belgium), May 3- 
4,1996. 

J. Pharm. Belg. 51, 2, 117, 1996. 

- P. de Tullio, B. Pirotte, R. Ouedraogo, L. Dupont, 
P. Lebrun, Z.Y. Fang, B. Masereel, J. Fontaine, M.- 
H. Antoine, P. Neven, L. Pochet and J. Delarge. 
2-,3-and 4-substituted pyrido[4,3-e]-1 ,2,4- 
thiadiazine 1,1-dioxides as ATP-sensitive 
potassium channel openers. 

Comm. : 66 forum des Sciences Pharmaceutiques, 
Blankenberge (Belgium), May 3-4, 1996. 
J. Pharm. Belg. 51,2, 108, 1996. 

- B. Pirotte, P. de Tullio, R. Ouedraogo, L. Dupont, 
Z.Y. Fang, J. Fontaine, M.-H. Antoine, B. 
Masereel, L. Pochet, J. Delarge and P. Lebrun. 
Myorelaxant effects of 2-alkyl-substituted 2H- 
pyrido[4,3-e]-1 ,2,4-thiadiazine 1 ,1 -dioxides. 
Comm. : XVI International Symposium on 
Medicinal Chemistry, Maestricht (The 
Netherlands), September 8-12, 1996. 

- M.-H. Antoine, R. Ouedraogo, A. Herchuelz and 
P. Lebrun. 

NO donors, ionic channels and insulin release. 
Comm. : 32nd Annual Meeting of the European 
Association for the Study of Diabetes, Vienna 
(Austria), September 1-5, 1996. Diabetologia 39 
(suppl. 1) : A113, Abstr. n°426, 1996. 



- R. Ouedraogo, B. Pirotte, K.E. Cosgrove, C. 
Kane, M.J. Dunne, A. Herchuelz, P. Lebrun and 
M.-H. Antoine. 

Verapamil inhibits ATP-sensitive K+ channel in 
pancreatic B-cells. 

Comm. : Contact group "Endocrine Pancreas" 
FRSM, ULB Brussels, December 7, 1996. 

- P. Lebrun, B. Pirotte and M.-H. Antoine. 
Physiology, pharmacology of ATP-sensitive K+ 
channels and insulin release. 

Comm. : Soctete Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques, Palais 
des Academies, Brussels, February 15, 1997. 

- J. Fontaine, B. Pirotte and P. Lebrun. 
Pharmacological analysis of ATP-dependent 
potassium channel openers on the vascular 
smooth muscle. 

Comm. : Soctete Beige de Physiologie et de 
Pharmacologie Fondamentales et Cliniques, Palais 
des Academies, Brussels, February 15, 1997. 



- B. Pirotte et P. Lebrun. 

Pharmacochimie de nouveaux activateurs de 
canaux potassiques. 

Comm. : S6minaire de I'Ecole de Pharmacie, UCL, 
Bruxelles, 18 fevrier 1997. 

- P. Lebrun, B. Pirotte et M.H. Antoine. 
Pharmacologie des canaux K+ ATP-dependants 
des cellules B pancr^atiques nouveaux 
d6veloppements. 

Comm. : Association Beige du Diab6te, Chateau 
du Lac, Genval, 8 mars 1997. 

- P. Lebrun, M.-H. Antoine, R. Ouedraogo, B. 
Pirotte, A. Herchuelz, K.E. Cosgrove, C. Kane and 
M.J. Dunne. 

Verapamil : An inhibitor of ATP-sensitive K+ 
channels ? 

Comm. : Fifth Workshop of the Islet Research 
European Network, Blaubeuren (Germany), April 
18-20, 1997. 

- R. Ouedraogo, F. Somers, P. de Tullio, M.-H. 
Antoine, P. Lebrun, B. Pirotte and J. Fontaine. 
Pharmacological analysis of ATP-dependent 
potassium channels openers on vascular smooth 
muscle. 

Comm. : 7th Forum of Pharmaceutical Sciences, 
Blankenberge, April 24-25, 1997. 
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- F. Somers, F. Rogister, R. Ouedraogo, P. Lebrun, 
P. de Tullio, J, Fontaine, M.-H. Antoine, L. Pochet, 
J.-M. Dogn6, B. Masereel, J. Delarge and B. 
Pirotte. 

2-Alkylamino-3H-quinazolin-4-ones structurally 
related to the arylthiadiazine class of potassium 
channel openers design, synthesis and 
pharmacological evaluation. 
Comm. : 7th Forum of Pharmaceutical Sciences, 
Blankenberge, April 24-25, 1997. 

- P. Lebrun, M.-H. Antoine, R. Ouedraogo, B. 
Pirotte, K.E. Cosgrove, C. Kane and M.J. Dunne. 
Verapamil, a phenylalkylamine Ca2+ channel 
blocker, inhibits ATP-sensitive K+ channels in 
insulin-secreting cells. 

Comm. : XXXIII International Congress of 
Physiological Sciences, St. Petersburg (Russia), 
June 30-July 5, 1997; Abstr. P049.11. 

- B. Pirotte, P. de Tullio, R. Ouedraogo, F. Somers, 
M.-H. Antoine, J. Fontaine, J. Delarge and P. 
Lebrun. 

1,2,4-Pyridothiadiazine 1,1 -dioxides as a new class 
of potassium channel openers structural 
requirements leading to tissue selectivity. 
Comm. : XXXIII International Congress of 
Physiological Sciences, St Petersburg (Russia), 
June 30-July 5, 1997; Abstr. P 049.17. 

- L. Pochet, R. Ouedraogo, M.-H. Antoine, P. 
Lebrun and B. Masereel : Design, synthesis and 
preliminary evaluation of novel hypoglycemic 
cyanoguanidines and nitroethylenes. 

Comm. : Contact group "Pancreas Endocrine", 
ULB, Brussels, December 13, 1997. 



- Q.-A. Nguyen, R. Ouedraogo, L. Pochet, M.-H. 
Antoine, M.J. Dunne, B. Masereel and P. Lebrun. 
Mechanism of action of glibenclamide isosteres. 
Comm. : Contact group "Pancreas Endocrine", 
ULB, Brussels, December 13, 1997. 

- F. Somers, R. Ouedraogo, P. de Tullio, P. 
Lebrun, M.-H. Antoine, J. Fontaine, J. Damas, J. 
Delarge and B. Pirotte. 

Design and synthesis of novel quinazolinones 
structurally related to pyridothiadiazine-type 
potassium channel openers acting on pancreatic 
B-cells. 

Comm. : Contact group "Pancreas Endocrine", 
ULB, Brussels, December 13, 1997. 



- N. Cirelli, A. Moens, P. Lebrun, C. Gueuning, J. 
Delogne-Desnoeck, A.-M. Vanbellinghen and S. 
Meuris. 

Is apoptosis a placental event related to the onset 
of delivery ? 

Comm. : SSF/SFEF winter meeting, London (UK), 

December 18-19, 1997. 

J. Reprod. Fertil. Abstract Series 20 p 6, 1997. 

- F. Somers, F. Rogister, R. Ouedraogo, P. Lebrun, 
P. de Tullio, J. Fontaine, M.-H. Antoine, L Pochet, 
J.-M. Dogne, B. Masereel, J. Delarge and B. 
Pirotte. 

Design, synthase et Evaluation pharmacologique 
de nouvelles 2-alkylamino-quinazoline-4-ones en 
tant qu'isosteres de 3-alkylamino-4H-pyrido[4,3-e]- 
1,2,4-thiadiazine 1,1 dioxydes. 
Comm. Journees Franco-Beiges de 

Pharmacochimie, ULB, Bruxelles, Mai 29-30. 1997; 
Abstr. B31. 

J. Pharm. Belg. 53,1,56,1998. 

- B. Masereel, R. Ouedraogo, J.M. DognS, M.-H. 
Antoine, P. de Tullio, B. Pirotte, L. Pochet, J. 
Delarge and P. Lebrun. 

Design, synthesis and pharmacology of 
sulfonylcyanoguanidines and 
sulfonamidonitroethylenes as bioisosteres of 
hypoglycemic sulfonylureas. 
Comm. Journees Franco-Beiges de 

Pharmacochimie, ULB, Bruxelles, Mai 29-30, 1997; 
Abstr. B33. 

J. Pharm. Belg. 53, 1, 57-58, 1998. 

- R. Ouedraogo, F. Somers, B. Pirotte, P. de Tullio, 
M.-H. Antoine, P. Lebrun and J. Fontaine. 

Etude pharmacologique comparative de quelques 
3-alkylamino-4H-1,2,4-benzo-et pyridothiadiazine 
1,1-dioxydes, activateurs de canaux potassiques 
ATP-d6pendants. 

Comm. Journees Franco-Beiges de 

Pharmacochimie, ULB, Bruxelles, Mai 29-30, 1997; 
Abstr. B37. 

J. Pharm. Belg. 53,1,61,1998. 



- F. Somers, R. Ouedraogo, P. Lebrun, P. de 
Tullio, J. Fontaine, M.-H. Antoine, J. Damas, J.-M. 
DognG, J. Delarge and B. Pirotte. 
Nouvelles 2-alkylamino-quinazoline-4-ones, 
synthase et Evaluation pharmacologique en tant 
qu'isosteres potentiels de 3-alkylamino-4H- 
pyrido[4,3-el-1,2,4-thiadiazine 1,1 dioxydes. 
Comm. : 5e JournSe Jeunes Chercheurs, Paris 
(France), 16 janvier 1998. 
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- N. Cirelli, A. Moens, C. Gueuning, J. Delogne- 
Desnoeck, A.-M. Vanbellinghen, P. Lebrun and S. 
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